Background
Age and stroke severity are known major risk factors and predictors for unfavorable outcome in acute ischemic stroke (AIS) patients [1] [2] [3] . However, impact of higher age and higher initial National Institutes of Health Stroke Scale (NIHSS)-scores on clinical outcome after AIS and the way how these two factors interact with each other still remain not entirely clear. In particular data showing which individual patient will achieve favorable or unfavorable outcome is sparse. Different scores to predict clinical outcome after AIS have been introduced [4] [5] [6] [7] [8] . Most of them are rather complex and may therefore not be extensively used in daily routine. In order to create a fast and practical tool to predict clinical outcome of AIS patients the Stroke Prognostication using Age and NIH Stroke Scale index (SPAN-100 index) was introduced [9] . It simply combines patient age (years) and the NIHSS-Score at stroke onset. Patients with a score ≥ 100 are classified as SPAN-100-positive and those with a score < 100 are designated as SPAN-100-negative. The index was applied to the dataset of the National Institute of Neurological Disorders and Stroke (NINDS)-tPA trials [10] and found to be of good value to predict clinical outcome and risk of intracerebral hemorrhage [9] . Since its introduction the SPAN-100-index has been evaluated several times in different patient cohorts [11] [12] [13] [14] [15] . However, previous investigations have in common that they included patients who could not achieve a SPAN-100-positve status at all, e.g. the original SPAN-100-evaluation [9] with a considerable proportion of younger patients. Even with very high NIHSS-scores they were not able to reach a SPAN-Index of ≥100. Including such patients might have increased selectivity of the score potentially leading to an overestimation of its benefit.
The first aim of our study was to re-evaluate reliability of the original SPAN-100 index in an independent, more recent cohort of 1002 i.v.-thrombolysed AIS-patients. The second objective was to exclude younger patients from our patient cohort to exclusively evaluate the SPAN-index among the subgroup of patients who could at least theoretically achieve SPAN-100-positivity.
Methods
The Erlangen Stroke and Thrombolysis Database is a prospective database of all AIS-patients at the University Hospital Erlangen, Germany. It contains baseline demographic and stroke related data as well as treatment specifics, imaging information and outcome parameters for each stroke patient. Outcome at day 90 was assessed using the mRS (modified Rankin Scale) evaluated by a neurologist as part of the general database independently from the present study using a semi-structured interview either in person or by telephone. Favorable clinical outcome was defined as mRS: 0-2 and/or clinical recovery to the pre-stroke mRS. Unfavorable outcome was defined as a mRS of 4-6. The study was approved by the local ethics committee. 17/1002 patients were lost to follow-up at day 90. Symptomatic intracerebral hemorrhage (sICH) was defined according to the European Cooperative Acute Stroke Study (ECASS) III criteria (sICH-definition 1) [16] . To assure comparability to the derivation cohort we additionally applied the sICH-definition (any documented decline in the neurologic status) used in the original publication [9] (sICH-definition 2). Our institutional guidelines are less restrictive than the European Medicines Agency -licence for tPA, therefore more than half of our patients receive off-label IVT. Besides that all patients were treated and monitored on our stroke unit in accordance with European guidelines [17] . Standard CT-based treatment was performed within the 4.5-h-window. For patients within an extended or unknown time window our institution uses an MRI mismatch-based algorithm as described elsewhere [18] . Follow-up imaging was performed after 24 to 36 h to evaluate for intracerebral hemorrhage and infarct distribution. NIHSS-scores were documented by NIHSS-certified stroke neurologists.
Study population
For this study we extracted all AIS-patients from the database who consecutively received IVT between 01/2006 and 01/2013. We applied the SPAN-100 index to this cohort to create two groups by adding age (years) to the NIHSS-score on admission. Patients with a score ≥ 100 were classified as SPAN-100-positive, whereas all patients with a score < 100 were designated as SPAN-100-negative. We compared clinical outcomes and sICH-rates of SPAN-100-negative and SPAN-100-positive patients. To identify patients who were eligible for the second part of our study, we subtracted the highest NIHSS-score documented in our patient cohort from the SPAN-100 cut off score of ≥100. Referring to the NIHSS-Coma Scoring Rules (as stated in the original scoring manual developed for the NINDS Trial of tPA for Acute Stroke) this was a NIHSS-score of 35 resulting in a second patient-cohort aged ≥65 years. We again compared clinical outcomes at day 90 and sICH-rates in both groups (SPAN 65 -100-positive and SPAN
65
-100-negative patients).
Statistical analysis
Statistical analysis was performed using PASW Statistics 19 (SPSS Inc., Chicago, Ill., USA). All data were tested for normality. Categorical variables are presented as frequencies and percentages, whereas continuous data are expressed as mean and standard deviation or as median and interquartile range as appropriate. Intergroup differences were assessed using analysis of variance for normally distributed items, the Kruskal-Wallis test for non-normal data, and the x 2 -test for dichotomous variables. Binary logistic regression was performed with SPAN-100-status as independent variable. p-values ≤0.05 were considered significant.
Results
1002 AIS-patients received IVT at our institution between 01/2006 and 01/2013. After applying the SPAN-100 index 124 (12.4%) were classified as SPAN-100-positive.
Baseline characteristics
Mean age was 87 years for SPAN-100-positive and 72 years in SPAN-100-negative patients. Median NIHSS-scores on admission were 19 for SPAN-100-positive and 8 for SPAN-100-negative patients respectively. Door-to-needle-time did not differ in both groups. Compared to SPAN-100-negative patients, those in the SPAN-100-positive group were more likely to be women and to suffer from coronary artery disease and atrial fibrillation. SPAN-100-positive patients had worse pre-stroke-mRS scores than SPAN-100-negative patients. Baseline characteristics are summarized in Table 1 .
Outcome comparison of SPAN-100-positive and SPAN-100-negative patients SPAN-100-positive patients were more likely to have unfavorable outcomes (80.1% vs. 30.1%; p < 0.001), and only 13 of them achieved favorable outcome at day 90 (10.7% vs. 36.9% in the SPAN-100-negative group; p < 0.001) (Fig. 1) . Mortality during hospital stay (29.8% vs. 6.4%; p < 0.001) and after three months (44.6% vs. 9.7%; p < 0.001) was significantly higher in SPAN-100-positive patients. Unadjusted binary regression analysis showed a 9-fold increase in the odds of unfavorable outcome for SPAN-100-positive patients and a 7.5-fold increase for mortality after three months (Table 2) .
Area under the curve (AUC) for the SPAN-100 concerning mRS 4-6 was 0.74; 95%; p < 0.0001; 95% CI (0.71-0.77). Sensitivity and specificity for the cut-off of 100 was 0.27 and 0.96 respectively.
SICH comparison between SPAN-100-positive and SPAN-100-negative patients
Of 36 sICH (sICH-definition 1) 4 (3.2%) occurred in SPAN-100-positive and 32 (3.7%) in SPAN-100-negative patients, respectively (p = 1.000). The binary logistic regression analysis showed that SPAN-100-positive status was not predictive for sICH-incidence regardless if sICH-definition 1 or 2 were applied ( Table 2) . Table 3 .
Outcome results of the SPAN
65
-cohort did not substantially differ from the findings of the total cohort. Mortality during hospital stay (29.8% vs. 7.1%; p < 0.001) and after three months (44.6% vs. 11.5%; p < 0.001) was higher for SPAN 65 -100-positive patients. Patients in the SPAN 65 -100-positive group were more likely to achieve unfavorable outcomes (80.1% vs. 34.8%; p < 0.001) and only 13 patients in the SPAN-100-positive group achieved a favorable outcome at 90 days (10.7% vs. 42,8% in the SPAN 100 negative group; p < 0.001) (Fig. 1) . SICH (sICH-definition 1) occurred in 4 (3.2%) and 23 -100-status and sICH-incidence regardless which sICH-definition was used. (Table 4 ).
Discussion
The SPAN-100 index was introduced by Saposnik et al. to facilitate treatment decisions in stroke patients [9] . With age and stroke severity it combines two main predictors for unfavorable stroke outcome. After applying the index to the patients in the NINDS-tPA trials [10] SPAN-100-positivity was found to be associated with worse outcomes. Besides that higher ICH-rates were seen in SPAN-100-positive compared to SPAN-negative patients whether they had received IVT before or not. An IVT-benefit was described for SPAN-100-negative, but not for SPAN-100-positive patients [9] . However, several conditions may have influenced these results. First, the number of SPAN-positive patients who received IVT was rather small (n = 36). Second, the population of the NINDS-trials does not reflect current treatment standards, e.g. patients were randomized to tPA or placebo within 3-h after symptom onset [10] .
Several additional studies evaluated the SPAN-100 index after its first introduction [11] [12] [13] [14] [15] 19] . Overall they confirmed that SPAN-100-positive patients are less likely to achieve favorable outcome compared to SPAN-negative patients. Only one Chinese study found a low prediction power of the SPAN-100 index for 3-and 12-month outcome [19] .
However, data concerning the predictive power of the SPAN-100 index for sICH are inconsistent. Krishnan et al. found higher intracerebral hemorrhage-rates in SPAN-100-positive patients compared to the SPANnegative patients [9, 13] while Abilleira et al. observed similar sICH-rates [11] . In contrast two other studies Abbreviations SPAN = Stroke Prognostication using Age and NIH Stroke Scale, mRS = modified Rankin scale, sICH = symptomatic intracranial hemorrhage, OR = odds ratio, CI = confidence interval comparing performance of different sICH-scores found a poor predictive power of the SPAN-100 index [14, 20] . In our study, we initially re-evaluated the original SPAN-100 index among a larger, more contemporary cohort of 1002 IVT-patients, including off-label treated patients. In terms of outcome our results are in line with previous studies. Patients with SPAN-100-positive status had a 9-fold increased risk of unfavorable outcome at three months.
Irrespective of the used sICH-definition SPAN-100-positive status was not associated with a higher risk of sICH.
Therefore our data do not support the hypothesis by Saposnik et al. who suggested that the SPAN-100 index might help to evaluate the risk of ICH after IVT [9] . This discrepancy might possibly be explained by the fact that advances concerning diagnostic and treatment infrastructure were achieved since the NINDS trials [10] . Continued development of imaging techniques might account for lower sICH-rates despite inclusion of offlabel treated patients, e.g. patients with prolonged or unknown time window.
Previous evaluations of the SPAN-100-Index did not differentiate between patients who could a priori reach a SPAN-positive status and those who could not. Even with very high NIHSS-scores, younger patients are unable to reach the SPAN-100 index cut off score of 100. In the analysis by Saposnik et al. 219/624 (35.1%) patients in the SPAN-negative group were younger than 65 years [9] . This might have biased the SPAN-negative group towards a better outcome potentially increasing selectivity of the index and leading to an overestimation of its benefit. In the second part of our study we addressed this issue by removing patients younger than 65 years from our data set and applying the SPAN-100 65 index to the resulting new patient-cohort aged ≥65 years.
Similar to the results of the total cohort, SPAN 65 -100-positive patients had an 8-fold higher risk to reach unfavorable outcome. But even in IVT-patients ≥65 years sICH-rates did not differ between SPAN 65 -100-positive and SPAN 65 -100-negative patients. Hence, unfavorable outcome in our SPAN-100-positive patients was not related to hemorrhagic complications of thrombolytic therapy suggesting that IVT should not be withheld from older stroke patients with high NIHSS-scores merely because of safety reasons. This is in line with results from the SITS-ISTR Registry which show no excess risk of cerebral hemorrhage in patients with NIHSS-score > 25 [21] . Besides that several observational studies indicate safety and efficacy of tPA-treatment in stroke patients > 80 years [22] [23] [24] [25] and the results of the third international stroke trial (IST-3) suggest that age should not be a barrier to IVT [26] .
Our study has several limitations, primarily the singlecenter approach and the use of our institutional diagnostic and treatment guidelines as well as the retrospective design. However, including off-label patients might increasingly reflect common daily routine.
Conclusions
Our findings confirm the value of the SPAN-100 index. Also after excluding younger patients who a priori cannot reach a SPAN-positive status the SPAN-100 index can be an easy to use, readily available calculator in everyday clinical practice to predict clinical outcome in IVT patients. However, in our cohort SPAN-100-positive status was not predictive for the risk of sICH after IVT. Based on a positive SPAN-100 status IVT should not be withheld from patients merely because of feared sICH complications. 
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